In the present study we have characterized a rat model of manganese (Mn) intoxication leading to behavioral disinhibition in the absence of major motor alterations. These behavioral changes were associated with significantly increased brain Mn levels but were uncoupled to anatomical lesions of the striatum or to morphological and cytochemical changes of the nigrostriatal dopaminergic pathway. The analysis of this model at cellular level showed an enhanced dopaminergic inhibitory control of the corticostriatal excitatory transmission via presynaptic D2-like dopamine (DA) receptors in slices obtained from Mn-treated rats. Conversely, the use of agonists acting on presynaptic purinergic, muscarinic, and glutamatergic metabotropic receptors revealed a normal sensitivity. Moreover, membrane responses recorded from single dopaminergic neurons following activation of D2 DA autoreceptors were also unchanged following Mn intoxication. Thus, our findings indicate a selective involvement of the D2-like DA receptors located on glutamatergic corticostriatal terminals in this pathological condition and suggest that the behavioral symptoms described in the "early" clinical phase of manganism may be caused by an abnormal dopaminergic inhibitory control on corticostriatal inputs. The identification of the synaptic mechanism underlying the "early" phase of Mn intoxication might have a critical importance to understand the causes of the progression of this pathological condition towards an "established" phase characterized by motor abnormalities and anatomical lesions of the basal ganglia.
INTRODUCTION
Manganese (Mn) is an essential element for biologic functions, but excessive exposure is toxic. Chronic Mn encephalopathy was first recognized among workers engaged in the grinding of manganese ores (Couper, 1837; Cotzias, 1958; Gorell et al., 1997) . Cases of Mn poisoning have also been reported in families exposed to this metal through contaminated well-water (Kawamura et al., 1941) . Mn is used in the manufacture of dry batteries and this metal is also contained in a widely used organochemical fungicide. In some countries, an organic compound containing Mn is added to gasoline as an antiknock agent (Saric, 1986; Cooper, 1984) .
As a result of the frequent industrial accidents Mn has been labeled by the World Health Organization as an environmental toxic factor that induces brain dysfunction. Moreover, Mn intoxication has also been reported in patients with chronic liver failure (Hauser
